T he development of castration resistance in metastatic prostate cancer has generally been considered one of the terminal phases of the disease. However, with advancements in systemic therapy, men with metastatic castration-resistant prostate cancer (mCRPC) can have relatively long survival and good quality of life. With first-line treatment using newer androgen receptor axis-targeted medications, such as abiraterone acetate or enzalutamide, median overall survival approaches three years, with a radiographic progression-free survival (RPFS) of 16.5-20 months. 1, 2 With prolonged periods of disease stability, the question of how best to follow these patients is an important one with no clear answer. While routine prostate-specific antigen (PSA) testing is inexpensive and relatively straightforward for patients to undergo on a regular basis, scheduled imaging studies with computed tomography (CT) and bone scans can be more involved, burdensome, and costly. However, imaging studies are much more useful in documenting the extent of disease progression and for identifying sites responsible for patient symptoms. Further, a subset of mCRPC patients may have radiographic progression in the absence of PSA progression. 3 In this edition of the Canadian Urological Association Journal, Martin et al outline the results of their analysis of patients treated on the COU-AA-302 clinical trial who received first-line abiraterone acetate plus prednisone (AA-P) for mCRPC to determine factors associated with RPFS. 4 Using these factors, patients were divided into groups at high and low risk of RPFS. Their data show that among the 32% of patients with bone-only disease and a ≥50% drop in PSA after eight weeks of treatment, the risk of RPFS was low, only 93% at six months and 80% at one year. In contrast, patients with bone and soft tissue disease, as well as a <50% reduction in baseline PSA at eight weeks (15% of the total patients) were at a much higher risk for progression, with 55% and 34% RPFS at six months and 12 months, respectively.
Using these readily available parameters, the authors suggest that scheduled surveillance imaging can be used less frequently in the low-risk group in view of their long RPFS. This suggestion is limited by a lack of prospective validation and whether these data also apply to patients receiving first-line treatment with agents other than AA-P, those with visceral organ metastasis (who were excluded from the COU-AA-302 trial), or to patients receiving later lines of therapy.
To date, there is a lack of evidence to guide clinicians in determining the role for routine imaging in the absence of PSA or clinical (i.e., symptomatic) progression. As such, guidelines related to this matter vary considerably in their recommendations. In their most recent guidelines, the National Comprehensive Cancer Network, 5 European Association of Urology, 6 and European Society of Medical Oncology 7 all recommend routine surveillance imaging (at variable intervals, generally every 3-6 months) in mCRPC. In contrast, a recent American Society of Clinical Oncology provisional clinical opinion recommended against routine imaging (except in cases where PSA monitoring is felt to be unreliable). 8 The most recent Canadian Urological Association guideline did not specifically comment on surveillance imaging in this patient population. 9 Understandably, there is also considerable variation in clinical practice. At a recent international conference, while a majority of attendees favoured routine imaging, 44% were in favour of pursuing imaging only in response to a rising PSA or clinical symptoms. 10 Thus, the results presented by Martin et al provide a basis for an individualized approach based on the presence or absence of predictive risk factors. It is important to consider, however, other factors that may not have been captured in this dataset, derived from a randomized control trial of relatively well patients with good performance status. Other baseline factors, including PSA doubling time and duration of hormone sensitivity, could possibly be important but were not analyzed in this study. As well, in real-world practice, many mCRPC patients are elderly, frail, and have multiple comorbidities. Some of these patients may not be ideal candidates for subsequent lines of therapy and the decision to switch from a relatively well-tolerated first-line option may be strongly influenced by the patient's symptoms and clinical status as opposed to radiographic progression alone.
Routine surveillance imaging should be considered similar to other interventions in medicine, with benefits (early Followup imaging studies in metastatic castration-resistant prostate cancer: An individualized approach Thana et al detection of progressive disease, identification of symptomatic sites for local therapy) and risks (false positive results, early discontinuation of therapy, complications from radiocontrast administration). There are also significant costs associated with cross-sectional imaging; using these resources appropriately, including avoiding them when feasible and appropriate, may be prudent from both an economical and patient management standpoint. Therefore, the potential need for regularly scheduled imaging should be balanced with the risk of disease progression on an individualized basis. Using clinical factors to identify "bad players" at high risk of early progression may help tip the scales in opting for closer followup and routine imaging as an appropriate strategy for those patients, while foregoing scheduled imaging in those in the lowest-risk group. Ultimately, involving patients themselves in an educated discussion to come to a shared decision may be a valuable approach.
